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Cnntrnlc ( have been the site o f a n i n t e n s i v e g e n e t i c st*.
To date, w have found a n increased incidence in m y , p a r t i c u l a r l y rec e s s i v e , disorders, incluaing: sensorineural deafness (27 cases1 with and w i t t o u t r e t i n i t i s pigmmtosm; congenital cataracts (14 cases) ; conqenital i c h t h y o s i s (2 cases) ; and two new disorders, designated C a m D i s e a s e (25 cases) and a new Storage Disease (6 cases). lknty-tm of the CD p a t i e n t s are c l e a r l y related, and a l l cane f m n the tm o f West Bay (pop'n: 2715) as d o the SD cases. A l l CD p a t i e n t s have a m g e n i t a l a t a x i a , MR, and ocular nuvenent abnormalities. The SD (?MPS) p a t i e n t s are a l l r e l a t e d , and while n o m l a t birth, develop abdcminal prctuberance by 18 mas., MR by 3-4 yrs., m t r a d u r e s t h e r e a f t e r , and d i e by 9-13 yrs. These d i v e r s e disorders appear to be the r e s u l t of t h e d i n a t i o n o f consanguinity, founder e f f e c t s , d r i f t , and s e l e c t i o n .
hese drugs, t h e r e were no d i f f e r e n c e s i n s u r v i v a l between normal nd CF f i b r o b l a s t s . This suggests that normal and CF c e l l s do o t d i f f e r i n terms of a generalized r e s i s t a n c e t o ion transport n h i b i t o r s o r t o drugs which must pass through the membrane to bc c t i v e . I n f u r t h e r s u r v i v a l s t u d i e s with s t r u c t u r a l analogues of HOMOZYGOUS A 15 y o Black male with severe anemia, splenomegaly and t y p i c a l thalassemic blood p i c t u r e had 12.4% Hb A2. Family stud i e s ( t a b l e ) were c o n s i s t e n t with homozygosity f o r the 6-thal. gene. The a/non-a globin synthesis r a t i o of the f a t h e r ' s ret i c u l o c y t e s revealed the presence of a-thal. Analysis of t h e proband's A2 Hb showed asparagine a t 6 Tp 2 and one methionine residue a t 6 Tp 13 suggesting a normal 6 chain s t r u c t u r e . The afnon-a r a t i o and % Hb F i n t h e proband were lower than usual f o r homozygous 0-thal. These values and t h e marked increase i n Hb A2 a r e probably due t o t h e ameliorating e f f e c t of an associated a-thal. gene r a t h e r than t o the presence of a Miyada-like hemoglobin, a s has been postulated f o r a s i m i l a r kindred (Biochem. Genet.: 10, 135, 1973) .
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METHYLATFD 5'-TERMINI OF GLOBIN mRNAs IN p'-THALASSEMIA. Sechin C h o , Tu-chen Cheng , John Foy a n d Haig H. Kazazian, Jr. , Johns Hopkins University School of M e d i c i n e , Department of P e d i a t r i c s , Baltimore.
Modified 5'-terminal structures ( c a p s ) of mRNA play a n important r o l e in t h e initiation of protein s y n t h e s i s . A d e f i c i e n c y of 5'-capping a n d methylation h a s b e e n s u g g e s t e d a s a p o s s i b l e c a u s e of F( mRNA d e f i c i e n c y in B-thalassemia ( p t h a l ) . After incubating peripheral blood from @-thal major, c r t h a l , nonthal a d u l t s with r e t i c u l o c y t o s i s , a n d erythroblastotlc infants with [~n e t h~l -~~] n e t h i o n i n e , t h e 5'-termlnal structures of human a and j 3 globln m-RNA w e r e l a b e l e d . To s e p a r a t e the 5 ' -t e r m~n a l oligonucleotide of a mRNA from that of B mRNA, [ 3~~-l a b e l e d poly(~') RNA w a s dig e s t e d with RNase T i a n d a l k a l i n e p h o s p h a t a s e , and t h e d i g e s t w a s fractionated by DFAE-Sephadex chromatography in 7 M urea. 4fter s e q u e n c e a n a l y s i s , w e found that t h e methylated 5'-termini of t h e a a n d B mRNAs a r e identical through t h e f i r s t three nucleotides:
Our d a t a a l s o indicate t h a t addition of t h e four methyl groups t o t h e 5'-end follows a n orderly s e q u e n c e .
The r a t e of methylation of t h e 5'-termlnus of fl mRNA w a s compared to that of a mRNA in a patient wlth p -t h a l major and in nor? t h a l p a t i e n t s . No major differences ln m e t h y l a t~o n were observed between t h e p -t h a l a n d nonthal s a m p l e s . W e conclude that 5'-capping a n d methylation is not d e f e c t i v e in our p -t h a l patient.
